The KoreaN Cohort Study for Outcomes in Patients With Chronic Kidney Disease (KNOW-CKD) was developed to investigate various clinical courses and risk factors for progression of Korean chronic kidney disease (CKD). The KNOW-CKD study consists of nine clinical centers in Korea, and patients aged between 20 and 75 years with CKD from stage 1 to 5 (predialysis) were recruited. At baseline, blood and urine samples were obtained and demographic data including comorbidities, drugs, quality of life, and health behaviors were collected. Estimated glomerular filtration rate (eGFR) was calculated by 4-variable Modification of Diet in Renal Disease (MDRD) equation using isotope dilution mass spectrometry (IDMS)-calibrated serum creatinine measured at a central laboratory. As a dynamic cohort, a total of 2,341 patients were enrolled during the enrollment period from 2011 until 2015, among whom 2,238 subjects were finally analyzed for baseline profiles. The mean age of the cohort was 53.7 ± 12.2 year and 61.2% were men. Mean eGFR was 50.5 ± 30.3 mL/min/1.73 m 2 . The participants with lower eGFR had a tendency to be older, with more comorbidities, to have higher systolic blood pressure (BP) and pulse pressure, with lower income level and education attainment. The patients categorized as glomerulonephritis (GN) were 36.2% followed by diabetic nephropathy (DN, 23.2%), hypertensive nephropathy (HTN, 18.3%), polycystic kidney disease (PKD, 16.3%), and other unclassified disease (6.1%). The KNOW-CKD participants will be longitudinally followed for 10 years. The study will provide better understanding for physicians regarding clinical outcomes, especially renal and cardiovascular outcomes in CKD patients.
INTRODUCTION
As aging populations are growing worldwide, the number of patients with chronic kidney disease (CKD) and end-stage renal disease (ESRD) is increasing. CKD is a major threat to the all-cause and cardiovascular mortality (1, 2) . Besides, medical expenses for management of this disease entity are increasing, as well. Because CKD is a progressive disease and is associated with many complications including cardiovascular disease (CVD), mineral-bone disease (MBD), and anemia, early intervention for the prevention of CKD progression is crucial. Especially, it is well known that early referral to a nephrologist is associated with improved clinical outcomes in CKD patients (3) (4) (5) .
To advance our knowledge regarding the risk factors for CKD and CVD and epidemiology of CKD, a few cohort studies have been established recently. The Chronic Renal Insufficiency Cohort (CRIC) study of the United States started in 2001, Canadian Study of Prediction of Death, Dialysis and Interim Cardiovascular Events (CanPRED-DICT) (6) of Canada was established in 2009. It is expected that the results from the large-scale longitudinal cohort studies may provide an insight into the various clinical courses and risk factors of CKD. However, the above CKD cohort studies include very few Asian CKD patients.
The risks of CKD progression to ESRD or the risk of cardiovascular (CV) events or mortality differ significantly depending on the socio-demographic background of the population (7, 8) . Both the racial differences and socioeconomic disparities may play a significant role in the clinical course and complications of CKD (7, 9, 10) . Therefore, with the purpose to elucidate the progression and clinical courses of the Korean CKD, which may or may not be different from the Caucasian CKD population, the KoreaN Cohort Study for Outcomes in Patients With Chronic Kidney Disease (KNOW-CKD) was launched in 2011, funded by the Korea Centers for Disease Control and Prevention (KCDC). Furthermore, since the KNOW-CKD cohort includes, unlike other CKD cohort studies (11) (12) (13) (14) , the patients with earlier stages of CKD (stage 1 and 2), as well as advanced stage, the study is also aimed to explore the clinical courses of mild CKD subpopulation.
The objectives of the KNOW-CKD cohort study are to explore the clinical courses of Korean CKD, to identify the factors related to CKD progression or adverse clinical outcomes, and to identify high-risk subgroups of CKD progression and CVD development. We enrolled the subjects from 2011 until January, 2016. Here, in the present article, we report the baseline characteristics of total enrolled patients of KNOW-CKD according to CKD stages and specific causes of CKD.
MATERIALS AND METHODS

Study organization
Details of the rationale and design of the KNOW-CKD study have been described elsewhere previously (15) . Briefly, 9 university-affiliated tertiary-care hospitals throughout Korea participated in the patient enrollment. Nephrologists, epidemiologists, specialists in laboratory medicine, and biostatisticians have been participating in this study. The study is funded and supervised by the KCDC.
Study design and study populations
The KNOW-CKD was designed as a prospective cohort study and participants who provide written informed consent were enrolled at nine participating centers in Korea-i.e., Seoul National University Hospital, Seoul National University Bundang Hospital, Yonsei University Severance Hospital, Kangbuk Samsung Medical Center, Seoul St. Mary's Hospital, Gil Hospital, Eulji General Hospital, Chonnam National University Hospital, and Pusan Paik Hospital.
The participants were all ethnic Koreans, aged between 20 and 75 years with CKD stages from 1 to 5 (pre-dialysis). CKD stages were defined on the basis of the estimated glomerular filtration rate (eGFR) calculated using the 4-variable Modification of Diet in Renal Disease (MDRD) equation as follows (16) (16, 17) . We excluded those who 1) were unable or unwilling to give informed consent, 2) had previously received chronic dialysis or organ transplantation, 3) had heart failure (New York Heart Association [NYHA] class 3 or 4) or liver cirrhosis (ChildPugh class 2 or 3), 4) had a past or current history of malignancy, 5) were currently pregnant, or 6) had a single kidney due to trauma or kidney donation.
All enrolled patients were categorized as the following subgroups; glomerulonephritis (GN), diabetic nephropathy (DN), hypertensive nephropathy (HTN), and polycystic kidney disease (PKD) and unclassified, based on the etiologic disease. The definition of the subgroup categorization was decided by the pathologic diagnosis when the biopsy result is available. Otherwise, the subgroup classification depends on the clinical diagnosis made by nephrologists. The clinical diagnosis of GN is based on the glomerular hematuria or albuminuria with or without an underlying systemic disease causing GN. The patients who had albuminuria and diabetic retinopathy with type 2 diabetes mellitus were categorized into DN. Subjects with hypertension and CKD in the absence of other illness that may cause kidney disease was classified into HTN. Diagnosis of PKD was based on the unified criteria (18) . The rest of the patients were categorized as 'unclassified. ' Baseline comorbidity was scored by using age-adjusted modified Charlson comorbidity index (CCI) (19) .
Enrollment, follow-up, and study data collection A total 2,341 CKD patients consented to the study enrollment. Among these patients, sixteen subjects violated the inclusion criteria, eighty-three failed to test for the IDMS-calibrated creatinine level, and 4 subjects violated the inclusion criteria and failed to test for IDMS-calibrated creatinine simultaneously. After exclusion (n = 103), 2,238 subjects were finally selected for the analysis of baseline profiles and future follow-up (Fig. 1) . The sequence and schedule of KNOW-CKD cohort clinic visits and procedures was showed in Table 1 . At the baseline visits, socio-demographic characteristics, smoking, alcohol consumption, medication, and personal and family medical histories were collected. The anthropometric measurements such as height, weight, and waist/hip ratios were collected. The resting blood pressure (BP) and pulse pressure in the clinic were measured by an electronic sphygmomanometer. Evaluation of CV parameters is assessed via measurements of ankle-brachial index (ABI), pulse wave velocity (PWV), and echocardiography. Each center assessed coronary calcium score (CCS) through Agatston score which was calculated based on the extent of coronary artery calcification detected by an electron-beam computed tomography (CT) scanner or a multi-detector CT. The subjects filled out questionnaires regarding quality of life using Korean version of Kidney Disease Quality Of Life Short Form (KDQOL-SF) instrument (20) , socioeconomic status (SES), educational attainment, physical activity, health behaviors, and health care facility utilization. Hypertension was defined as either BP measured at the clinic ≥ 140/90 mmHg or taking anti-hypertensive medication. Serum and urine samples were collected for initial study measures and rest of samples 
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Outcome variables
Composite renal events were defined as > 50% decrease in eGFR from the baseline eGFR, doubling of serum creatinine, or development of ESRD. CV events are defined as myocardial infarction, unstable angina, coronary revascularization, stroke and new development or aggravation of congestive heart failure. Data on the time and specific causes of mortality will also be collected. The mortality and cause of death will also be obtained from KOrean Statistical Information Service (KOSIS).
Other events such as all-cause hospitalization, surgery, and fracture will also be collected during the follow-up period.
Statistical analysis
The baseline characteristics of the study participants are described using means with standard deviation (SD) or medians and interquartile ranges for continuous variables, and frequency is described using percentages for categorical variables. We used t-test and one-way analysis of variance (ANOVA) for comparisons of continuous variables and the χ 2 test for categorical variables as appropriate. A statistically significant difference was defined as a 2-sided P < 0.05.
Ethics statement
The study protocol was approved by the Institutional Review Board at each participating clinical center-i.e., Seoul National University Hospital (1104-089-359), Seoul National University Bundang Hospital (B-1106/129-008), Yonsei University Severance Hospital (4-2011-0163), Kangbuk Samsung Medical Center (2011-01-076), Seoul St. Mary's Hospital (KC11OIMI0441), Gil Hospital (GIRBA2553), Eulji General Hospital (201105-01), Chonnam National University Hospital (CNUH-2011-092), and Pusan Paik Hospital (11-091) in 2011. This study was conducted in accordance with the principles of the Declaration of Helsinki. The protocol summary is also registered at the ClinicalTrials. gov with accession number NCT01630486. Written informed consent was obtained from all the subjects when they were enrolled.
RESULTS
Baseline demographic and clinical characteristics of enrolled participants
Two thousand two hundred thirty-eight subjects with CKD were analyzed for baseline demographic and clinical characteristics ( Table 2 ). Mean age was 53.7 ± 12.2 years, and 61.2% were men. 40.8% of the total subjects had completed the college-level education. Current smokers comprised 15.7% (n = 349) and former smokers 30.4% (n = 677). Coronary artery disease was prevalent in 5.3% of the total subjects. Peripheral artery disease and cerebrovascular disease were prevalent in 3.5% and 6.0%, respectively. Seven hundred fifty-five subjects (33.7%) were diabetic (either type 1 or type 2 diabetes). Mean systolic and diastolic BPs were 127.8 ± 16.2 mmHg and 77.0 ± 11.1 mmHg, respectively, 96.1% of the patients either had a history of hypertension or was taking antihypertensive drugs. Mean body mass index (BMI) was 24.6 ± 3.4 kg/m 2 with 68% of total subjects being in the categories of overweight or obesity.
Mean eGFR calculated by MDRD, chronic kidney disease epidemiology collaboration (CKD-EPI) creatinine equation, and CKD-EPI cystatin equation for the cohort were 50.5 ± 30. 
Baseline characteristics by specific cause of CKD
The baseline characteristics according to specific cause of CKD were reported in Table 2 . The patients were categorized into GN (n = 810, 36.2%), DN (n = 519, 23.2%), HTN (n = 409, 18.3%), PKD (n = 364, 16.3%), and unclassified cause (n = 136, 6.1%). The proportion of men was higher in GN, DN, and HTN subgroups (GN, 55.7%; DN, 68.8%; HTN, 72.1%). Mean age was highest in HTN (59.6 ± 10.8 years), and followed by DN (59.3 ± 9.4 years), GN (49.8 ± 12.1 years) and PKD (47.0 ± 10.6 years). The modified CCI was the highest in the patients with DN and lowest in the GN and PKD subgroups. In particular, the prevalence of cardiovascular comorbidities such as coronary artery diseases, PVD, cerebrovascular disease, and congestive heart failure were the highest in DN subgroup, respectively. The percentage of advanced CKD (stage 4 and 5) was the highest in DN group and the lowest in PKD. The level of albuminuria and proteinuria were the highest in DN groups. Table 3 summarizes the baseline characteristics of the total participants across CKD stages. CKD stages were categorized on the basis of eGFR calculated by MDRD formula using IDMScalibrated creatinine level. The largest number of the participants were categorized in CKD stage 4 (n = 522, 23.3%). The patients with advanced stages of CKD had a tendency to be old- er, or to have a lower income level and lower education attainment in comparison with those with early CKD. The relationships between advanced CKD and a higher prevalence of comorbidities including hypertension, diabetes, cerebrovascular disease, peripheral vascular disease and congestive heart failure were also remarkable. Age-adjusted modified CCI tended to be higher in advanced stages of CKD. Individuals with advanced CKD tended to have higher systolic BP and pulse pressure. Among the CKD stage 1, 2, 3a, and 3b, GN was the most common subgroup, while DN was the most common among individuals with stage 4 and 5 CKD. There was increased amount of albuminuria and proteinuria, with advanced stage of CKD.
Baseline characteristics across CKD stages
DISCUSSION
As the first and largest-scale long-term CKD cohort study in Korea, the KNOW-CKD has been established with 2,238 Korean CKD patients at stages 1 to 5 (predialysis). The KNOW-CKD study will provide the key clinical information regarding the baseline comorbidity, quality of life issues of CKD, socioeconomic disparities related to CKD, progression of CKD, diverse complications including mineral bone disorder, anemia, and cardiovascular complications, and adverse clinical outcomes of Asian CKD population. Various biomarkers from the serum, and urine samples will also be sought for, as well as genomic and epigenetic markers in order to identify the risk factors of adverse outcomes. Particularly, the KNOW-CKD categorized the subjects into four etiologic disease subgroups-GN, DN, HTN, and PKD, based on the 4 most common etiologies of CKD in Korea. Other causes of CKD or unknown etiologic diseases were categorized as "unclassified. " One of the aims of the KNOW-CKD study is to compare the clinical courses and progression patterns of CKD between the four etiologic subgroups, the study oversampled HTN and PKD in order to establish a cohort in which all the 4 etiologic disease subgroups are similar in size. While other major CKD cohort studies dichotomized the total CKD patients into diabetic and nondiabetic subgroups, (6, 12, 14) , the KNOW-CKD study subdivided the total CKD into four major etiologic causes.
Unlike recently established CKD cohorts elsewhere (12, 13) , the KNOW-CKD also comprises mild CKD patients at stages 1 and 2 (11.8% and 18.7%, respectively). Hence, unlike other cohort studies, it is relevant for the KNOW-CKD study to clarify natural course and progression of the early stage CKD. We hope that the KNOW-CKD will also elucidate how the mild CKD is clinically different from the moderate-to-severe CKD population.
Approximately, among the individuals of the KNOW-CKD cohort, 33.7% were diagnosed with diabetes (either type 1 or type 2), and 96.1% were with hypertension. The prevalence of diabetes and hypertension among the general population was 12.8% and 32.4% in men, 9.1% and 22.2% in women, respectively, according to Korean National Health and Nutrition Examination Survey (https://knhanes.cdc.go.kr/knhanes/index. do) in 2013. As expected, the prevalence of diabetes and hypertension in patients with CKD was higher than the general Korean population.
The baseline characteristics in KNOW-CKD are similar to other CKD cohort studies, but several important differences were observed. One of the major differences in baseline characteristics between KNOW-CKD and other western cohort studies is the ethnicity. CRIC populations consist of 45% white, 46% black, and 5% Hispanic (14) , while the KNOW-CKD comprises only ethnic Koreans. In a previous study conducted in the United Kingdom, stage 3 CKD was less prevalent in South Asian groups compared to whites and black groups, however, stage 4 and 5 CKD was higher than the whites (21) . There is a lack of studies regarding ethnicity and CKD prevalence. Therefore, the efforts for investigating the relationships between ethnicity and clinical course of CKD are warranted. The KNOW-CKD will provide reliable information about Asian CKD populations.
Compared to CRIC study, male patients were more common in Asian cohort studies (61.2% were male in KNOW-CKD, 62.1% in Chronic Kidney Disease Japan Cohort [CKD-JAC], 54% in CRIC) (12, 14) . The proportion of diabetes within the KNOW-CKD and CRIC were 33.7% and 46.6%, respectively. It is well Values Table 3 . Continued known that obesity is 1 of the independent risk factors for CKD progression (22) (23) (24) . In the CRIC, the mean BMI of total subjects (32.1 ± 7.9 kg/m 2 vs. 24.6 ± 3.4 kg/m 2 ) and the proportion of individuals with BMI > 25 kg/m 2 was higher than KNOW-CKD participant (83.0% vs. 41.6%). The subjects in the CRIC study are more obese and more likely to have diabetes at enrollment than those in the KNOW-CKD.
When we compared the baseline characteristics with CKD-JAC (12) which was conducted in Japan, the KNOW-CKD subjects are younger (53.7 ± 12.2 vs. 60.8 ± 11.6 years) and the serum creatinine level is lower (1.8 ± 1.1 vs. 2.15 ± 1.06 mg/dL). eGFR was higher in Korean patients because of enrollment of CKD stages 1 and 2 in KNOW-CKD cohort, compared with CKD-JAC study which included only CKD stages from 3 to 5.
The age distribution was different among the 4 etiologic subgroups of CKD. Subjects in the GN or PKD subgroups were younger than DN and HTN subgroups. These two subgroups exhibited lower comorbidity score such as coronary artery disease, peripheral vascular disease, cerebrovascular disease, hypertension, diabetes, and congestive heart failure. The proportion of current smokers was higher in DN and HTN group.
Since the KNOW-CKD includes only ethnic Korean CKD population, it cannot analyze the differences between various ethnic groups. As a hospital-based cohort, it included only patients referred to nephrologists, which may be different from community-based CKD population.
Planned long-term follow-up will be conducted and the accurate information on the exposures and events will be captured prospectively. International collaborations with other cohort study investigators such as CRIC, and CKD-JAC will be undertaken in order to expand the size of the CKD population under investigation, to facilitate scientific discovery and to generalize the scientific findings by validating them in another ethnic groups.
To conclude, the KNOW-CKD cohort study will provide new insights regarding the natural course and clinical outcomes of CKD in Asian populations. Additionally, the knowledge discovered from KNOW-CKD cohort study will help to find modifiable factors for prevention of CKD progression and adverse outcomes.
